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LI 6 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2 004 ACS on STN 
AN 1997:702845 CAPLUS 
DN 128:20747 

TI The Fork head transcription factor DAF-16 transduces 

insulin-like metabolic and longevity signals in C. elegans 

SO Nature (London) (1997), 389(6654), 994-999 
CODEN: NATUAS; ISSN: 0028-0836 

AU Ogg, Scott; Paradis, Suzanne; Gottlieb, Shoshanna; Patterson, Garth I.; 
Lee, Linda; Tissenbaum, Heidi A.; Ruvkun, Gary 

AB In mammals, insulin signaling regulates glucose transport together with 

the expression and activity of various metabolic enzymes. In the nematode 
Caenorhabditis elegans, a related pathway regulates metabolism, development 
and longevity. Wild- type animals enter the development ally arrested dauer 
stage in response to high levels of a secreted pheromone, accumulating 
large amts. of fat in their intestines and hypodermis. Mutants in DAF-2 
(a homolog of the mammalian insulin receptor) and AGE-1 (a homolog of the 
catalytic subunit of mammalian phosphatidyl inositol 3 -OH kinase) arrest 
development at the dauer stage. Moreover, animals bearing weak or 
temperature-sensitive mutations in daf-2 and age-1 can develop reproductively , 
but nevertheless show increased energy storage and longevity. Null 
mutations in daf-16 suppress the effects of mutations 
in daf-2 or age-1; lack of daf-16 bypasses the need 
for this insulin receptor-like signaling pathway. DAF- 
16 is widely expressed and encodes three members of the Fork head 
family of transcription factors. The DAF-2 pathway acts synergistically 
with the pathway activated by a nematode TGF-p-type signal, DAF-7, 
suggesting that DAF-16 cooperates with nematode SMAD 
proteins in regulating the transcription of key metabolic and 
developmental control genes. The probable human orthologs of DAF 
-16, FKHR and AFX, may also act downstream 

of insulin signaling and cooperate with TGF-p effectors in mediating 
metabolic regulation. These genes may be dysregulated in diabetes. 



= > 



STN: SEARCH HISTORY 



=> d his 



(FILE ' HOME 1 ENTERED AT 14:31:20 ON 16 AUG 2004) 



FILE 'MEDLINE, AGRICOLA, CANCERLIT, SCISEARCH, CAPLUS , MEDICONF ' ENTERED 
AT 14:31:35 ON 16 AUG 2004 



LI 


387 


S DAF-16 


L2 


1357 


S AFX OR FKHR 


L3 


17014 


S C. ELEGAN? 


L4 


31 


S L2 (L) L3 


L5 


12 


DUP REM L4 (19 DUPLICATES REMOVED) 


L6 


88 


S LI (L) L2 


L7 


34 


DUP REM L6 (54 DUPLICATES REMOVED) 


L8 


1 


S L7 AND PY<=1997 


L9 


331031 


S (GLUCOSE TOLERANCE) OR OBESITY OR ATHEROSCLEROSIS 


L10 


4 


S L9 (L) L2 


Lll 


3 


DUP REM L10 (1 DUPLICATE REMOVED) 


L12 


9 


S L9 (L) LI 


L13 


5 


DUP REM L12 (4 DUPLICATES REMOVED) 



=> d an ti so au ab pi 113 5 2 
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TI Therapeutic and diagnostic tools for impaired glucose tolerance conditions 
based on the dauer polypeptides and genes of Caenorhabditis elegans 

SO PCT Int. Appl., 202 pp. 
CODEN: PIXXD2 

IN Ruvkun, Gary; Kimura, Koutarou; Patterson, Garth; Ogg, Scott; Paradis, 

Suzanne; Tissenbaum, Heidi; Morris, Jason; Koweek, Allison; Pierce, Sarah 

AB Disclosed herein are novel genes and methods for the screening of 
therapeutics useful for treating impaired glucose 
tolerance conditions, as well as diagnostics and therapeutic 
compns. for identifying or treating such conditions. The Caenorhabditis 
elegans metabolic regulatory genes daf-2 and age-1 encode homologs of the 
mammalian insulin receptor/phosphoinositide 3 -kinase signaling pathway 
proteins, resp. In addition, the DAF-16 forkhead protein 
represents the major transcriptional output of this insulin signaling 
pathway. Dysregulation of the DAF-16 transcription 

factor in the absence of insulin signaling leads to metabolic defects; 
inactivation of DAF-16 reverses the metabolic defects 
caused by lack of insulin signaling in C. elegans. Finally, the C. 
elegans daf-7, da-1, daf-4, daf-8, daf-14, and daf-3 genes encode 
neuroendocrine/target tissue transforming growth factor-p type signal 
transduction mols. that genetically interact with the insulin signaling 
pathway. Metabolic defects cause by lack of neuroendocrine TGF-p 
signals can be reversed by inactivation of the DAF-3 transcription factor. 
The C. elegans daf genes are excellent candidate genes and proteins for 
human disease associated with glucose intolerance, e.g., diabetes, 
obesity, and atherosclerosis. The human homologs of 

these daf genes and proteins mediate insulin signaling in normal people 
and may be defective or mis-regulated in diabetics. Moreover, there are 
at least 2 classes of type II diabetics: those with defects in the 
TGF-p signaling genes, and those with defects in insulin signaling 
genes. Exemplary sequences and functional characteristics are provided 
for the C. elegans daf homologs of the human genes: daf-2, daf-3 (3 
differentially spliced isoforms) , daf-16 (2 

differentially spliced isoforms), age-1, and pdk-1 (two spliced isoforms). 
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L13 ANSWER 2 OF 5 CAPLUS COPYRIGHT 2 004 ACS on STN 
AN 2000:384548 CAPLUS 
DN 133:39116 

TI Genes and polypeptides involved in insulin signaling pathways for glucose 
tolerance, obesity, and longevity and their uses as therapeutic and 
diagnostic tools 

SO PCT Int. Appl., 402 pp. 
CODEN: PIXXD2 

IN Ruvkun, Gary; Ogg, Scott 

AB Disclosed herein are novel genes and methods for the screening of 
therapeutics useful for treating impaired glucose 
tolerance conditions, as well as diagnostics and therapeutic 
compns. for identifying or treating such conditions. The Caenorhabditis 
elegans metabolic regulatory genes daf-2 and age-1 encode homologs of the 
mammalian insulin receptor/phosphoinositol 3 -kinase signaling pathway 
proteins, resp. Also, the C. elegans PKB kinase and AKT kinase act 
downstream of these genes, as their mammalian homologs act downstream of 
insulin signaling. The C. elegans PTEN lipid phosphatase homolog, DAF-18, 
acts upstream of AKT in this signaling pathway. Further, the DAF 
-16 forkhead protein represents the major transcriptional output 
of this insulin signaling pathway. Addnl . evidence indicates that the 
DAF-16, DAF- 3 , DAF- 8 , and DAF-14 transcriptional outputs 

of converging signaling pathways regulate metabolism The congruence between 
the C. elegans and mammalian insulin signaling pathways strongly supports 
the contention that new genes identified in the C. elegans pathway also 
act in mammalian insulin signaling. Exemplary sequences and functional 
characteristics of the C. elegans daf genes and their human homologs are 
provided . 
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L5 ANSWER 8 OF 12 MEDLINE on STN DUPLICATE 6 

AN 2000484170 MEDLINE 

TI DAF-16 recruits the CREB-binding protein coactivator complex to the 

insulin-like growth factor binding protein 1 promoter in HepG2 cells. 

SO Proceedings of the National Academy of Sciences of the United States of 
America, (2000 Sep 12) 97 (19) 10412-7. 
Journal code: 7505876. ISSN: 0027-8424. 

AU Nasrin N; Ogg S; Cahill C M; Biggs W; Nui S; Dore J; Calvo D; Shi Y; 
Ruvkun G; Alexander -Bridges M C 

AB Insulin negatively regulates expression of the insulin-like growth factor 
binding protein 1 (IGFBP-1) gene by means of an insulin- responsive element 
(IRE) that also contributes to glucocorticoid stimulation of this gene. 
We find that the Caenorhabditis elegans protein DAF-16 binds the IGFBP-1 
small middle dotIRE with specificity similar to that of the forkhead (FKH) 
factor (s) that act both to enhance glucocorticoid responsiveness and to 
mediate the negative effect of insulin at this site. In HepG2 cells, 
DAF-16 and its mammalian homologs, FKHR, FKHRL1 , and AFX 

, activate transcription through the IGFBP-1. IRE; this effect is inhibited 
by the viral oncoprotein E1A, but not by mutants of E1A that fail to 
interact with the coactivator p300/CREB-binding protein (CBP) . We show 
that DAF-16 and FKHR can interact with both the KIX and E1A/SRC 
interaction domains of p300/CBP # as well as the steroid receptor 
coactivator (SRC) . A C- terminal deletion mutant of DAF-16 that is 
nonfunctional in C. elegans fails to bind the KIX 

domain of CBP, fails to activate transcription through the IGFBP-1. IRE, 
and inhibits activation of the IGFBP-1 promoter by glucocorticoids. Thus, 
the interaction of DAF-16 homologs with the KIX domain of CBP is essential 
to basal and glucocorticoid-stimulated transactivation . Although 
AFX interacts with the KIX domain of CBP, it does not interact 
with SRC and does not respond to glucocorticoids or insulin. Thus, we 
conclude that DAF-16 and FKHR act as accessory factors to the 
glucocorticoid response, by recruiting the p300/CBP/SRC coactivator 
complex to an FKH factor site in the IGFBP-1 promoter, which allows the 
cell to integrate the effects of glucocorticoids and insulin on genes that 
carry this site. 
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TI Genes and polypeptides involved in insulin signaling pathways for glucose 
tolerance, obesity, and longevity and their uses as therapeutic and 
diagnostic tools 

SO PCT Int. Appl., 402 pp. 
CODEN: PIXXD2 

IN Ruvkun, Gary; Ogg, Scott 

AB Disclosed herein are novel genes and methods for the screening of 

therapeutics useful for treating impaired glucose tolerance conditions, as 
well as diagnostics and therapeutic compns . for identifying or treating 
such conditions. The Caenorhabditis elegans metabolic regulatory genes 
daf-2 and age-1 encode homologs of the mammalian insulin 

receptor/phosphoinositol 3-kinase signaling pathway proteins, resp. Also, 
the C. elegans PKB kinase and AKT kinase act downstream of these genes, as 
their mammalian homologs act downstream of insulin signaling. The C. 
elegans PTEN lipid phosphatase homolog, DAF-18, acts upstream of AKT in 
this signaling pathway. Further, the DAF-16 forkhead protein represents 
the major transcriptional output of this insulin signaling pathway. 
Addnl . evidence indicates that the DAF-16, DAF-3, DAF-8, and DAF-14 
transcriptional outputs of converging signaling pathways regulate metabolism 
The congruence between the C. elegans and mammalian insulin signaling 
pathways strongly supports the contention that new genes identified in the 
C. elegans pathway also act in mammalian insulin signaling. Exemplary 
sequences and functional characteristics of the C. elegans daf genes and 
their human homologs are provided. 
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